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ABSTRACT: 

The invention describes novel methods for treating and preventing dementia 
caused by vascular diseases; dementia associated with Parkinson's disease; Lewy 
Body dementia; AIDS dementia; mild cognitive impairments; age-associated memory 
impairments; cognitive impairments and/or dementia associated with neurol. and/or 
psychiatric conditions, including epilepsy, brain tumors, brain lesions, 
multiple sclerosis, Down's syndrome, Rett's syndrome, progressive supranuclear 
palsy, frontal lobe syndrome, and schizophrenia and related psychiatric 
disorders; cognitive impairments caused by traumatic brain injury, post 
coronary artery bypass graft surgery, electroconvulsive shock therapy, and 
chemotherapy, administering a therapeutically effective amount of at least one of 
the cholinesterase inhibitor compds . described herein. The invention also 
describes novel methods for treating and preventing delirium, Tourette's 
syndrome, myasthenia gravis, attention deficit hyperactivity disorder, autism, 
dyslexia, mania, depression, apathy, and myopathy associated with diabetes by 
administering a therapeutically effective amount of at least one of the 
cholinesterase inhibitor compds. described herein. The invention also 
describes novel methods "Tor" delaying the onset' of "A lzheimer v s ' disease, for 
enhancing cognitive functions, for treating and preventing sleep apnea, for 
alleviating tobacco withdrawal syndrome, and for treating the dysfunctions of 
Huntington's Disease by administering a therapeutically effective amount of at 
least one of the cholinesterase inhibitor compds. described herein. A 
preferred cholinesterase inhibitor for use in the methods of the invention is 
donepezil hydrochloride or ARICEPT. The invention also provides orally 
administrable liquid dosage formulations comprising cholinesterase inhibitor 
compds., such as ARICEPT. 



SUPPL. TERM: 
INDEX TERM: 

INDEX TERM: 
of 

INDEX TERM: 
INDEX TERM: 
INDEX TERM: 



INDEX TERM: 

INDEX TERM: 
INDEX TERM: 



donepazil formulation Aricept nootropic chronic fatigue 

syndrome 

Erythrocyte 

(acetylcholinesterase activity of; liquid dosage 
formulations of donepezil) 
Blood analysis 

(cholinesterase determination in; liquid dosage formulations 

donepezil) 
Fatigue, biological 

„_ (cfironicT' "fatigue syndrome; riquict dosage formulations of 

donepezil) 
AIDS (disease) 

Human immunodeficiency virus 

(infection; liquid dosage formulations of donepezil) 
Blood-brain barrier 
Diagnosis 
Dizziness 

Fatigue, biological 
Human 

Preeclampsia 
Sleep disorders 

(liquid dosage formulations of donepezil) 
Nicotinic receptors 

ROLE: BSU (Biological study, unclassified); BIOL (Biological 
study) 

(liquid dosage formulations of donepezil) 
Mental disorder 

(mood-affecting; liquid dosage formulations of donepezil) 
Muscle, disease 

'Pain ' ' 
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IT 



RN 
CN 



(myalgia; liquid dosage formulations of donepezil) 
Drug delivery systems 

(parenterals; liquid dosage formulations of donepezil) 
Medical goods 

(plasters; liquid dosage formulations of donepezil) 
Infection 

(postinfectious fatigue syndrome; liquid dosage 
formulations of donepezil) 

* 'DrtIg v ^Tiv§fy "systems " " ' 

(prodrugs, of cholinesterase inhibitors; liquid dosage 
formulations of donepezil) 
Drug delivery systems 

(solns.; liquid dosage formulations of donepezil) 
50-23-7, Cortisol 

ROLE: BSU (Biological study, unclassified); BIOL (Biological 
study) 

(increase in production of; liquid dosage formulations of 
donepezil) 

9000-81-1, Acetylcholinesterase 9001-08-5, 
Butyrylcholinesterase 

ROLE: BSU (Biological study, unclassified); BIOL (Biological 
study) 

(inhibitors; liquid dosage formulations of donepezil) 
52-68-6, Metrifonate 57-47-6, 

Physostigmine 321-64-2, Tacrine 321-64-2D 
, Tacrine, analogs 357-70-0, Galanthamine 
357-70-OD, Galanthamine, derivs . 1668-85-5 
, Epigalanthamine 1668-85-5D, Epi galanthamine, 

"d'efiW; r9"53'-d4-4 ,* 'Galafith^The^'hV^SB'if^Ide 

16088-19-0, Norneostigmine 41303-74-6, 
Norgalanthamine 41303-74-6D, Norgalanthamine , 
derivs . 51581-32-9 , Norpyridostigmine 
86697-68-9, Fasciculin 101246-68-8, 
Heptylphysostigmine 475473-11-1, Huperzine 

ROLE: PAC (Pharmacological activity); THU (Therapeutic use) ; 
BIOL (Biological study) ; USES (Uses) 

(liquid dosage formulations of donepezil) 

50-23-7, Cortisol 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(increase in production of; liquid dosage formulations of donepezil) 
50-23-7 HCAPLUS 

Pregn-4-ene-3,20-dione, 11 , 17 , 21-trihydroxy- , (11(3)- (9CI) (CA INDEX 
NAME) 



INDEX TERM: 



INDEX TERM: 



INDEX TERM 



INDEX 'TERM 



INDEX TERM: 



INDEX TERM 



INDEX TERM: 



INDEX TERM: 



Absolute stereochemistry. 
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IT 9000-81-1/ Acetylcholinesterase 9001-08-5, 
Butyry 1 cho 1 ines t erase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibitors; liquid dosage formulations of donepezil) 
RN 9000-81-1 HCAPLUS 

CN Esterase, acetyl choline (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 9001-08-5 HCAPLUS 

CN Esterase, choline (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

IT 52-68-6, Metrifonate 57-47-6, Physostigmine 

321-64-2/ Tacrine 321-64-2D/ Tacrine, analogs 

357-70-0, Galanthamine 357-70-OD/ Galanthamine, derivs . 

1668-85-5, Epigalanthamine 1668-85-5D, Epi galanthamine, 

derivs. 1953-04-4/ Galanthamine hydrobromide 16088-19-0 

, Norneostigmine 41303-74-6, Norgalanthamine 41303-74-6D 

, Norgalanthamine, derivs. 51581-32-9, Norpyridostigmine 

86697-68-97 FaseTcarin^r0T24'6-68-8 , Hep t y lphy's d'S't i'gmihe " 

475473-11-1, Huperzine 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(liquid dosage formulations of donepezil) 
RN 52-68-6 HCAPLUS 

CN Phosphonic acid, ( 2 , 2 , 2-trichloro-l-hydroxyethyl ) - , dimethyl ester (6CI, 
8CI, 9CI) (CA INDEX NAME) 



0 OH 



MeO- P-CH- CCI3 

I 

OMe 



RN 57-47-6 HCAPLUS 

CN Pyrrolo [ 2 , 3-b] indol-5-ol , 1,2,3, 3a, 8 , 8a-hexahydro-l , 3a, 8-trimethyl- , 
methylcarbamate (ester), (3aS,8aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 321-64-2 HCAPLUS 
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RN 321-64-2 HCAPLUS 

CN 9-Acridinamine, 1 , 2 , 3 , 4- tetrahydro- (9CI) (CA INDEX NAME) 




RN 357-70-0 HCAPLUS 

CN 6H-Benzofuro[3a, 3 , 2-ef ] [2 ] benzazepin-6-ol , 4a ,5, 9, 10, 11, 12-hexahydro-3- 
methoxy- 11 -methyl-, (4aS , 6R, 8aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 3 57-70-0 HCAPLUS 

CN 6H-Benzofuro[3a,3 , 2-ef] [2 ] benzazepin-6-ol , 4a, 5, 9, 10, 11, 12-hexahydro-3- 
methoxy- 11 -methyl-, (4aS , 6R, 8aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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Me 




RN 1668-85-5 HCAPLUS 

CN 6H-Benzofuro[3a, 3 ,2-ef ] [2 ] benzazepin-6-ol , 4a, 5,9, 10, 11, 12-hexahydro-3- 
methoxy- 11 -methyl-, (4aS, 6S, 8aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 1668-85-5 HCAPLUS 

CN 6H-Benzofuro[3a, 3 ,2-ef] [ 2 ] benzazepin-6-ol , 4a, 5, 9, 10, 11, 12-hexahydro-3- 
methoxy- 11 -methyl-, (4aS , 6S , 8aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 1953-04-4 HCAPLUS 

CN 6H-Benzofuro [ 3a, 3 , 2-ef ] [ 2 ] benzazepin-6-ol , 4a, 5,9, 10,11, 12-hexahydro-3- 
methoxy- 11 -methyl-, hydrobromide, (4aS , 6R, 8aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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• HBr 



RN 16088-19-0 HCAPLUS 

CN Carbamic acid, dimethyl-, 3- (dimethyl amino) phenyl ester (9CI) (CA INDEX 
NAME) 




RN 41303-74-6 HCAPLUS 

CN 6H-Benzofuro[3a, 3 , 2-ef ] [ 2 ] benzazepin-6-ol , 4a, 5, 9, 10, 11, 12-hexahydro-3- 
methoxy-, (4aS , 6R, 8aS) - (9CI) (CA INDEX NAME) 

Absolu-te-'-s^ereoehem-is^ry-:-- Rotation- (-) . • 5 , 




RN 41303-74-6 HCAPLUS 

CN 6H-Benzofuro [3a, 3 , 2-ef] [ 2 ] benzazepin-6-ol , 4a, 5, 9,10,11, 12-hexahydro-3- 
methoxy-, (4aS , 6R, 8aS ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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RN 51581-32-9 HCAPLUS 

CN Carbamic acid, dimethyl-, 3-pyridinyl ester (9CI) (CA INDEX NAME) 




o 



RN 86697-68-9 HCAPLUS 

CN , ....Easc.lcul.in_(.9Cl.) ,XCA .INDEX NAME)... , .... .. -. , . - 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 101246-68-8 HCAPLUS 

CN Carbamic acid, heptyl-, ( 3aS , 8aR) -1 , 2 , 3 , 3a, 8 , 8a-hexahydro-l , 3a, 8- 
trimethylpyrrolo[2 / 3-b]indol-5-yl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 475473-11-1 HCAPLUS 

CN. ,..-.2-ByrraXidinone.,^^ , 
(3R,4S, 5S) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Currently available stereo shown. 
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221315 



ABSTRACT: 

The invention describes methods for treating and preventing dementia caused by- 
vascular diseases; dementia associated with Parkinson's disease; Lewy Body 
dementia; AIDS dementia; mild cognit iye impairments <^age-assoc iated . memory 
impairments; cognitive impairments and/or dementia associated with neurol . and/or 
psychiatric conditions, including epilepsy, brain tumors, brain lesions, 
multiple sclerosis, Down's syndrome, Rett's syndrome, progressive supranuclear 
palsy, frontal lobe syndrome, and schizophrenia and related psychiatric 
disorders; cognitive impairments caused by traumatic brain injury, post 
coronary artery bypass graft surgery, electroconvulsive shock therapy, and 
chemotherapy, administering a therapeutically effective amount of at least one 
cholinesterase inhibitor. The invention also describes methods for treating 
and preventing delirium, Tourette's syndrome, myasthenia gravis, attention 
deficit hyperactivity disorder, autism, dyslexia, mania, depression, apathy, 
and myopathy associated with diabetes by administering a therapeutically effective 
amount of at least one cholinesterase inhibitor. The invention also describes 
methods for delaying the onset of Alzheimer's disease, for enhancing cognitive 
functions, for treating and preventing sleep apnea, for alleviating tobacco 
withdrawal syndrome, and for treating the dysfunctions of Huntington's Disease 
by administering a therapeutically effective amount of at least one 
cholinesterase inhibitor. A preferred cholinesterase inhibitor is donepezil 
hydrochloride (Aricept®) . 

SUPp,L^_TESJli ..ch^in^esX^ase . inhibitor dement^ impairment; 

delirium Tourette syndrome autism cholinesterase inhibitor; 
myasthenia gravis dyslexia mania cholinesterase inhibitor; 
attention deficit hyperactivity disorder cholinesterase 
inhibitor; depression apathy diabetes assocd myopathy 
cholinesterase inhibitor; Alzheimer disease sleep apnea 
cholinesterase inhibitor; tobacco withdrawal syndrome 
cholinesterase inhibitor; Huntington disease cholinesterase 
inhibitor; donepezil hydrochloride dementia cognition 
impairment; Aricept dementia cognition impairment 

INDEX TERM: Nervous system agents 

(cholinesterase inhibitors for treatment of dementia and 
other conditions) 
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INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



REFERENCE COUNT: 



REFERENCE (S) 



IT 



Blood vessel, disease 

(dementia caused by; cholinesterase inhibitors for 

treatment of dementia and other conditions) 
Mental disorder 

(dementia, vascular disease-caused; cholinesterase 

inhibitors for treatment of dementia and other 

conditions) 
Drug delivery systems 

(oral; cholinesterase inhibitors for treatment of 

dementia and other conditions) 
Drug delivery systems 

(tablets; cholinesterase inhibitors for treatment of 

dementia and other conditions) 
120011-70-3, Donepezil hydrochloride 
120014-06-4 120014-07-5 
120014-08-6 120014-09-7 

,12A014^.10^a-12.0014^11-l - 

120014-12-2 120014-13-3 
172602-64-1 359785-78-7 
359785-79-8 

ROLE: BAC (Biological activity or effector, except adverse); 
BSU (Biological study, unclassified) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; USES (Uses) 

(cholinesterase inhibitors for treatment of dementia and 
other conditions) 
9001-08-5 , Cholinesterase 

ROLE: BSU (Biological study, unclassified); BIOL (Biological 
study) 

(cholinesterase inhibitors for treatment of dementia and 
other conditions) 
3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD . 

(1) Hasegawa; Folia Pharmacologica Japonica, CAPLUS 

2000:65530 1999, V114(6), P327 MEDLINE 

(2) Mendez; Journal of Neiropsychiatry and Clinical 

Neurosciences 1999, Vll(2), P268 MEDLINE 
— SugimLto.;. US 48958.41 . A. ,19. 9XUHCAELUS,.,.,. . 
. Donepezil hydrochloride 120014-06-4 
120014-08-6 120014-09-7 
120014-11-1 120014-12-2 
172602-64-1 359785-78-7 



RN 
CN 



120011-70-3, 
120014-07-5 
120014-10-0 
120014-13-3 
359785-79-8 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(cholinesterase inhibitors for treatment of dementia and other 
conditions) 
120011-70-3 HCAPLUS 

lH-Inden-l-one, 2 , 3-dihydro-5 , 6-dimethoxy-2- [ [1- (phenylmethyl ) -4- 
piperidinyl] methyl] -, hydrochloride (9CI) (CA INDEX NAME) 
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• HC1 

RN 120014-06-4 HCAPLUS 

CN IH-Inden-l-one, 2 , 3-dihydro-5 , 6-dimethoxy-2- [ [ 1- (phenylmethyl ) -4- 
piperidinyl] methyl]- (9CI) (CA INDEX NAME) 




RN 120014-07-5 HCAPLUS 

CN IH-Inden-l-one, 2 , 3-dihydro-5 , 6-dimethoxy-2- [ [1- (phenylmethyl) -4- 
Pii)eri^nyljme^ (CA INDEX NAME). ..^ 



o 




RN 120014-08-6 HCAPLUS 

CN IH-Inden-l-one, 2 , 3-dihydro-5-methoxy-2- [ [1- (phenylmethyl) -4- 
piperidinyl] methyl]- (9CI) (CA INDEX NAME) 




RN 120014-09-7 HCAPLUS 

CN IH-Inden-l-one, 5 , 6-diethoxy-2 , 3-dihydro-2- [ [1- (phenylmethyl) -4- 
piperidinyl] methyl]- (9CI) (CA INDEX NAME) 
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RN 120014-10-0 HCAPLUS 

CN 5H-Indeno [5, 6-d] -1 , 3-dioxol-5-one , 6 , 7-dihydro-6- [ [1- (phenylmethyl) -4- 
piperidinyl ] methyl ] - (9CI) (CA INDEX NAME) 




Ph~ CH2 O 

rn ^TTooT^TU-Y hcaplus" ~" 

CN lH-Inden-l-one, 2 , 3-dihydro-5 , 6-dimethoxy-2- [ [1- [ ( 3 -nitrophenyl) methyl] -4- 
piperidinyl] methyl]- (9CI) (CA INDEX NAME) 



0 




RN 120014-12-2 HCAPLUS 

CN lH-Inden-l-one, 2- [ [1- (cyclohexylmethyl ) -4-piperidinyl] methyl] -2 , 3-dihydro- 
5, 6-dimethoxy- (9CI) (CA INDEX NAME) 



O 




RN 120014-13-3 HCAPLUS 

CN lH-Inden-l-one, 2- [ [1- [ ( 3- fluorophenyl ) methyl ] -4-piperidinyl ] methyl ] -2 , 3- 
dihydro-5, 6-dimethoxy- (9CI) (CA INDEX NAME) 




RN 172602-64-1 HCAPLUS 
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CN lH-Inden-l-one, 2 , 3-dihydro-5 , 6-dimethoxy-2- [3- [1- (phenyl methyl ) -4 
piper idinyl] propyl idene]- (9CI) (CA INDEX NAME) 




RN 359785-78-7 HCAPLUS 

CN lH-Inden-l-one, 2 , 3-dihydro-5, 6-dimethoxy-2- [3- [ 1- (phenylmethyl) -4 
piperidinyl]-l-propenyl]- (9CI) (CA INDEX NAME) 




RN 359785-79-8 HCAPLUS 

CN IH-Inden-l-one, 2 , 3-dihydro-6-methoxy-5- ( 1 -methyl ethoxy) -2- [3- [1- 
(phenylmethyl) -4-piper idinyl] -2 -propenyl]- (9CI) (CA INDEX NAME) 




IT 9001-08-5, Cholinesterase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(cholinesterase inhibitors for treatment of dementia and other 
conditions ) 
RN 9001-08-5 HCAPLUS 

CN Esterase, choline (9CI) (CA INDEX NAME) 
*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
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